(i2)4#fk'ta :b 1= i^-c $ 4xf= aKmie 



08 APR 2005 



(43) SE^il^BHB 
2004 ^4 ^22 H (22.04,2004) 




PCX 



(10) SES^MS-^ 
WO 2004/032964 Al 



(51) m^^l^^Wi A61K 45/00, 31/5575, A61P 11/02, 
11/06, 17/00. 27/02, 29/00. 37/08. 43/00 



(21) BlSUfliS^: 

(22) aiettiiiis: 

(25) m^mmommi 

(26) a[e^pa>ms: 

(30) @3fe<t7^— ^: 
f$ SI 2002-297900 



PCT/JP2003/012980 
2003 *10 ^9 B (09.10.2003) 



2002 ^10 10 B (10.10.2002) JP 

(71) aiiiAf*a*i»<±T<7)ti^sicoixr;: /hs 

SaxSlt*a#a (ONO PHARMACEUTICAL CO., 
LTD.) [JP/JP]; T541-8526 *UEJft ^Erfi Kf'AKiH^ 
Br2TB 1 »5#Osaka(JP). 

(71) ttDBAfccfci; 

(72) fiES S (NARUMIYA^Shuh) [JP/JP]; t606- 
0007 K»Jff aiSrB £mBa3&mEBaiar6 2-1 2 
Kyoto (JP). 



(74) ftS A: ^5^^ (OHIE,Kuiiihisa); =r 103-0013 

«B**E B*SAJKBr2Ti 2S6^«SPm2 e 
;U 7 B *lR**ilF*»Hf Tokyo (JP). 

(81) (m^)i AE, AG, AL. AM. AT, AU, AZ, BA, BB. 

BG, BR, BY. BZ, CA, CH, CN, CO. CR, CU, CZ, DE, DK, 
DM, DZ, EC, EE, EG, ES, H, GB, GD, GE. GH. GM. HR, 
HU. ID, IL, IN, IS. JP. KE. KG, KR. KZ, LC. LK, LR, LS, 
LT, LU, LV. MA. MD, MG, MK. MN, MW. MX, MZ, NI, 
NO, NZ, OM, PG, PH, PL, PT, RO, RU, SC, SD, SE, SG, 
SK, SL, SY, TJ, TM, TN, TR. TT. TZ, UA. UG. US. UZ. 
VC, VN, YU, ZA, ZM, ZW. 

(84) ARIPO (GH. GM, KE, LS, MW, MZ, 

SD, SL, SZ, TZ. UG, ZM, ZW), ^ i^T^V^ (AM, 
AZ, BY, KG. KZ. MD. RU. TJ. TM), 3 — P 
(AT, BE, BG. CH, CY. CZ, DE, DK, EE, ES, H, FR, GB, 
GR, HU, IE, rr, LU, MC, NL, PT, RO. SE, SI, SK, TR), 
OAPI (BF, BJ, CF, CG. CI, CM, GA. GN, GQ. GW, 
ML. MR, NE. SN, TD. TG). 

2S:?^zi-K5tt/ifia)BSi§lz^l>T(i. ^WS§ff*ttS 



(54) Titie: REMEDIES FOR ALLERGIC DISEASES 

VO (54) aBWO!>«»: T UJU^—ttglS^Sa 
ON 

(57) Abstract: A preventive and/or a remedy for allergic diseases containing a compound having an agonistic activity to EP3 recep- 
2 tor which is one of prostaglandin E2 receptor subtypes. More specifically speaking, a compound having an agonistic activity to EP3 
^ receptor is efficacious in treating allergic respiratory diseases such as bronchial asthma, infantile asthma, allergic asthma and atopic 

asthma. Moreover, it is expected that a highly selective compound would exert a more remarkable therapeutic effect. 

^ (57) . :^Px4i^f^>v>E2SSft<D+^:^^»-r :^a)t>i:o-efc^EP3S§i*f^i!)JStt**-r«ft^ 

TUJU^-ttlSm. ^fcliT htf-ttlSJ&^CDTU;U^-1tI*®SglS<Z)J6«lCfclNT. EP3gSi*<tl!)Stt 

1^ ^w-r^ft^^att^iar-fcy. * €>ics«tticfi*Lfcfc&«i(i. <i:yas?s:5ftffl«i»*^i#-rsci:A<T?#*o 



wo 2004/032964 ^^CT/JP2003/012980 



m m m 

5 mm^^ 

5 E p 3 ^mi^ipmrnm^^-r^it-^m^ti^ir^Br wi-^-tt^m<^^B& 

10 

An«52 O%6A_h;05;^UTV^S^V^fc>t^; ^h^-b<?5raai:^j^o-CV^5 (Lancet, 
351, 1225 (1998). Science, 296, 490 (2002). Nature, 402, B2 (1999)) „ r.^?)© 

Sr5l#®;ii-:0^ ^o^lJix (OT. PG^B&IB-TSo ) 

20 -^n^afy^ii^ (gAT^ LTi:IB&IB-t-5c ) i:V^ofcflg®7l7*>f ^-^S^- 
li^StJi^^^tb^ (Clin Allergy Immunol, 16, 223 (2002)) „ ^LtlbBMy^y' 
^ai-^-(?55"^> PGD2. LTB4. LTC4. L TD 4 Ji^^^J^lf^ 

25 — ^-e. :>c»^-^t^^^S:/ci^i5'>^7^-i^>'E 2 (mT> PGE2i:R& 



1 



wo 2004/032964 




:T/JP2003/012980 



VXAUmh^. ^tt-ettEPl. EP2. EP3. EP4^:l¥ritbWS 
a3.C, 268, 35, 26767- (1993)>Mol. Phannacol, 46, 213- (1994).B.B.R.C, 198, 99- 

(1994) . J.B.C, 269, 11873- (1994). J. lipid Mediators CeU Signalling, 12, 379-391 

(1995) ) c TGE.2}itz.^h^^m^^^-t^^t\z.i:.^m^^ii^mwm^^ 

EP 3^#«:ti. 5|c=f^4*i^<Z)1t#^il (Biochem. J., 340, 365- (1999)) . ^ 
^lz:*5lt5^f^^<^^1^ (Nature, 395, 281- (1998)) . fl|irt:=^^-n 
bTlBltt^?!^^ (J. Comp. Neurol., 421, 543- (2000)) . ik^©^^ ( 0 117 
(4), 283- (2001)) . ^mWm\^^^\^UWi(0-mM (KidneyIntSuppl,55,S183- 

(1996) ) . =^%UWi'(^n. ACTHm^. iflL/h^^ (Circulation 104, 1176- 
(2001)) ^^P^bTV^Sri:. ifiL^¥m«5> 'L>lii^r^<bWl3:t>3gmur 

'^X\Z.XWi^^^ b-CV^;5;^^£ (Science, 287, 2013- (2000)) ^|BV^-C^f^ b:rc„ 
-t-75;t?"fe>x EP3^^f*i:X«-^l^^t-^Pe^'"^^-^ ^^"f- OVAi:B&fB 



wo 2004/032964 




'CT/JP2003/012980 



±laEP3^W^*::5^«•^!>^«:ffiv^fc^^-e^*. ep3^ 

lif^<?5igii^®--r-i:^^^^- -(D^^T'(iEP3^^m3:*|- 
^ § r =f = ^ b J: S E P 3 3^5 ^1 <D i 5 :7 >f - hv^ ^ 

fco EP3§:^^*:l-*r-r^T=^^;^b<^^f^a$*JcWt:^i?5vl:©«i 

20 

7|c|§9g#e>t*. rwu'¥-f&^l2:*5JtS^fc>5;^6«li:bT. EP3^^fl^ 
25 ©Ji^iC&So 



wo 2004/032964 



'CT/JP2003/012980 



( 1 ) E P 3 ^^<^Ef^?gi4S:W'f-S^'a''^«r'^^-t-Sr w/^'3f-'l4^S<^ 

r \^}v^—^mm.%. * ^/^-^t w^dES-^^is^m-^fe s stria i lam^^r v 

20 ( 5 ) E P 3 ^^ft:fm^t4S:^-r5fli'a^'^*^ ( I ) 




COOH 



4 



wo 2004/032964 




;T/JP2003/012980 



Ri-'f±C 1~1 Or/^'3^^/^Sx C2~l Or/W'5rc:ilx>'S> C2~10T/V' 

5 c2~i or/v-^rcnw:/®, *fcfiC2~i or/w^^i^:^S^^^i~o ^ 

cr:^/i'*5j:t)«->^nT/i'^/vSri> l~3^(^C l-'4r/W'3E^/^Ss ci — 
4r/^=t:^v^^. /^n-$^^^lg^. hy/Ni3^^/WS^ ^fcfi::^M3S-efl^ 

10 (6) 11a, 1 5a-i^P« b^V-S-l^^y-^^O^^^J'-SZ, 13E- 

15 mmm. 

(8) B&IBllB^OEP3^^{*:f^^£14Sr^i-S{li^'ifeli:s ^«^S^> ® 

( 9 ) E p 3 ^^^#i!j?gi4^^-ra'fb'^i^(^w^*'^«tm.tii«^i-^-^-f 5 



5 



wo 2004/032964 ^■FCT/JP2003/012980 



(1 0) ri-/i-^-^mm(D'f'^:3^^x)^y-^tcmmn\^Mm:ir^'^^(DK 



6 



wo 2004/032964 



'CT/JP2003/012980 



5 M«^6«)Ij:ep Sf^iSH^^W-rs-fb^i^. ^ bJciiitSfKJt^iE P simmB^ 

10 0 o£AT. »*b<f*i/iooo £JLT"CfeS«^^Sr-^tfo #M6«i13:ep 
3 fW^SIitrW-r S'Tk-a-i^J*. EPS ^^(D-fn ^7 Xv?>-^^#:^»J 

^^4(DV^-r^t> 355, E P 3 *m^'^(0 1/10 JBAT* fcJi 1 / 1 0 0 

0* U < 1 /looo fiJLTs J; 0* U < fi 1 /loooo JBtT"^ S Sr-^tp„ 
15 fa# ^i^ffi©I^iJ- (i-jfe^t) a -IBS) ^^:*g#UTV^ 

^-r'<-C'a^i-So 'e?9;t«^^ r/V'ar/^S^ T/W'5rri/^S> rfv^^;vm. r 
/l^nd^t^S, T/l^^/^^J^-S. T/^=3fi^:/S, r/W-ir-l^VS. T/W'^r^V' 

25 Jli-a-l^tnisftSMtt^i^ (e. z. . 



7 



wo 2004/032964 



;T/JP2003/012980 



^mm^ mm'^i^. i&m^m . ^mit^^. mmm\^i^. :znb(Dm: 

:^mM^(D^ P 3 f^Wj^Stt^^-r S'fb^^ t bX. W098/34916 ^^^l^^ V 

(I) 

R 

COOH 

or'-' iRi-2 

R^-3}ici~ior/v'¥/vS> c2~i or/w>;r^vvS. c2'-ior/v 

^o^cr^/U-S. :7a.7^ixS. C 3 ~ 7 i^i^ C T /V-'^e/^S. 

«C 3 - 7 -^^iJ' n r/^'35^/^:^^i>'^'egm$Ht:v^5 C 1 ~ l 0 r/v^/v^. 

(I) I'. C l~4T/U^/^Ki:f*. ^^/K •T'latVK 

-<:/^/K ^^i^/K /--'K xi>'/i'*5J:tJ*-^6><^ 




8 



wo 2004/032964 




• 



'CT/JP2003/012980 



/l^^ Zfy^=^/V^ ^>"7^c:i/K ^dr-fe:=/K -^"f^^-J^^ 7^=^/1^^ 
/K 7*-fer^/v-*3a;tJ«ii^e><^)5i-3KMM<4<*:£Sr1t*U C 2 ~ 1 0 T /^'Ss^::^ 
^^^/K r/nt'cs-zK ^v^::i/K ^'^e-':/— /K 

:^iJ'^^/K y^^^'K T^-^-^/UjsJitJ^r^bO^^^Mmti^S 

5624959 ^fcf*7(effl#fF^ 5723493 #|g*|B^li|B«<D<h'a'i^:dS^tf btb. 



[^4». R2-iti-cOOR^-*S (S^'. R^-^fiTK^i^^x *:/tW:Cl~4 




(II) 



wo 2004/032964 



>CT/JP2003/012980 





5 — {CH2)mf — CH — (CH2)fmr" 

10 cfi. R^-^MiC l~4(DT/^'ar/^S^^:bi-„ ) ^^l:>'to ) ^*?U R^"'' 
(1) C 1 ~ 6 T/^'^/l^Sx C 2~6(Dr/V''J^^/^Sx ^fcf:iC2~6T 
/Vdfc=^/l'Ss (2) l~3^<D7ai:=/V'S> C4~7<^->':J'nr/^^/V'S. 
^SV^fiC l~4T/^'ar/V'Sx C l~4r/l'=i'^^^Ss *:fcW:^^n -$r*vj[^^ 
i)^ b Mfi 1 ~ 3 (^a^aST'glfe ^ tufc :7 J; o T g*^ $ tvT 

15 V^SC l~6T/^^/^S. C 2~6(DT/W'$^::^/^S. S^cJ^iC 2 ~ 6 T/l-^ 
cr^/WSx i^lt^ (3) •^:7^/V'^^^^U 




10 



wo 2004/032964 



'CT/JP2003/012980 



5753700 *fcf*>i^H#f^^ 6013673 ^mmm\mm(Dit^m-Amf hf^^ 
^(D 5 *,<D0* bvMb-a*#i t UT. — iis:^ (ni) 



U-C7K^1^^^. •$fcJiCl~4r/V''^/^^«:«^-t-o ) T'^^tbSS. ^ (C 
1^4r/l-^V>-) -CONR«-«- (Cl'-4T/l-'3S^l^:/) -OH (^tfj, 
R^-^fiTK^M^^^s ^fcJ*Cl'-4(^r/v=^/^S=Sr^*?-r„ ) -V^^ti^m. 
^ (Cl~4r/i-'¥W^^) -NR^-*R^-' (^4^^ R3-4j3j:tJ«R»-«J:i«tlB 

(c i~4r/v"^i^^) — h 9 y /^S=Sr^t? u 

Ani^^'^^ C l~6r/^=3rV>'S. C 2~6T/V>5r::^l^:/S. -S- (C 

B««^NR«-«CO. ^fctiCONR^-' (^1'> R'-'fi^^K^lR^^^^^f^C 
l~4(Dr/^^/vSS:^:b-ro ) t?^$ttSSSr^^U 

R3-Mi (1) Cl~6r/V^>'l-B. (2) C2~6T/V>5rc:^/^S. (3) 37 
^fc C 1 - 6 (DTJl^^J^m. ( 4 ) :7 a. c^/l-S. C 4 ~ 7 v-i^ a T /l-'^r/VS. 




[^4». R^-MiTK^J®^ 




C l~4T/^^l^>') 



^t>-t-o ) -c^^ttSS^ (C 



l~4r/^^l^^) — OHS^ ^ (Cl~4 



11 



wo 2004/032964 ^^CT/JP2003/012980 

^^H5l~3<@oatmS•T?«m^tt:feC2~6<^r/^^^/^^^ (5) ^ 

j^3-7r3-3 (^4,^ R3-7j3j;tJtR»-»»-ia5S:U-C> '7z^=^/l^m. C4~7V 

5 T^n^^^^i-o ) -e^^ttSS. -^IttX (6) ^ (C1'-6T/^=^W>') 
-NR'-^R*-* C^^*- R3-^33j:t;«R»-«t*«inBi:I^Cit*Sr^*'-t-o ) t? 

2- [5- [2- [N- ;^7/w^*-r/i-] ^^/^] 

15 $ bJ^. :^mm<DB p s^ibiglt^Wi-S^b-a-i^i: u-c. W097/05091 ^y-^ 

-m^ (IV) 



(IV) 




[^4.. AM*. 7KmJ^^> - (C1'-4T/^=¥V^-) -COOR*-S 
20 R*-M*7K#l!S^^s ^;/tt*Cl'-4r/V^/^S^^*5-fo ) . - (Cl~ 

4T/l-^l^>') -CONR^-'^R^-^S (S^. R^-^33j;tJ«R*-M«tb^^^ 
a^EUXTK^m^s ^fc:«:Cl~4r/l-'3r/^S^^^-ro ) s - (Cl~4 



12 



wo 2004/032964 ^^CT/JP2003/012980 



L*«. C 1 ~ 6 T/^'^e - (CHg) „e-CH=CH- (CHg) „d 
(S'f'> mcf*0*fc:f*l'-3<^^ifi:x n d r± 0 ^fcti 1 ~ 3 (?5^Sr 
^t>-ro ) . tfcJi- (CHJ „-CH (OH) - (CH3) ya-S (St". 

10 M'* f*. 




HN-< T 

(^tf,<;5^:7 a. ::^/^Kf* l~3ffl(DCl-'4 T /^'3E^/V'S> CI ~ 4 




fcfcU (1) G*dS-SO-. *fcfiS02-S<?D#^. M*f*s 




13 




5 *fc{*-S02-Slcr^t>U (3) L^'^'^n d^^SOC^m-^. MMis 





(S4»0#:7 3.n/^Sfil~3^<Z)C l-'4T/^dr/V'S> C 1 -4 T/l^^ =3^ 

V^-Ct>J:V^„ ) ^*^U (5) A*}6S7Kmig^<7)#^. L^(*- (CHg) „.c 
-CH=CH- (CHg) ^^-m mc33j:tJ«n dttS«nBtl^C#*Sr 

15 ^^i-o ) ^ (CHg) „-CH (OH) - (CH^) ^.-S (^'=t'> 

xa*3J;tJ«y ad:flulBi:I^CS*^«t5i-„ ) :^^|9U (6) A*4»©7^h 

14 



wo 2004/032964 




'CT/JP2003/012980 




H 



$ 6,131. ?l5:^W<55E P Sf^Sft^W-rS^b-a-^li: UT. W099/25358 
20 (V) 



15 



wo 2004/032964 



• 



'CT/JP2003/012980 



OR 



,5-1 




5-1 



OR 



^^ti/S-fb-^i^^ •*fcji^(?5it%b< (*^<^^j^?o#i:05^tf fettSo 
^bJ^i. ;*:^W<^EP3fm^tfcSrW-f-S'fl:#«^i:bT. 11-012249 

^ (VI) 




,6-1 



(VI) 




CH-CHz 



wo 2004/032964 



'CT/JP2003/012980 



-(-CH2-)p- 



^hK. :^mm(DKP SWm^^i^'^-t^it^mtVX, iltH^p 10-168056 

^ (vn) 




.CH— 



5 



17 



WG 2004/032964 



'CT/JP2003/012980 




O 



(VII) 



HO 



O 



~ 4 OT/W^/^S^^^P b> R^"'' i-tC 1 ~ 4 (DT/l^^/l^S^ C 3 ~ 8 <Dt^^ 
10 n T/V^ar/l^S^ C 1 ~ 4 ©T/^=i 'Sri^S^ C 3 ~ 8 ©i^^ D T/V':! ^3^^^^^ 
t: K D dr Cl~4(Dt:Kn ^-^/T/^'^/VS^ C 2 ~ 8 (Z>Ti//W:r^-> 

C 1 ~ 4 <7?T/^'3r/i^'^;^Ss C 1 ~ 4 (DT/I^^/^^^/^^ ^ ^yl^^^ ^ h 

15 mi(>^mfhfi^o 

2i5:jSM(Z>EP3f^^i4Sr^-fS^b'a''^i:bT. #^¥ 7-233145 

^ (vm) 



,7-1 



R 



,7-2 




18 



wo 2004/032964 




>CT/JP2003/012980 




O 



(VIII) 



OH 



Ife $ ^fc ^ f-jvm. C 7 ~ 1 2 <D^«i^^^;^'fki7K^<© 1 ffi^x C 1 ~ 6 r 
10 4692464 ■§-|g3^#ti:|Bm<z)'ft;'a'i^;0sp(f G> tt. 5 %<D^-^ bV>'fb'a'i^ ^ U 

■c^ -m^ (K) 




(IX) 



19 



wo 2004/032964 



>CT/JP2003/012980 



tt- C s c -^-a-S:^^ U^ 
R9-2 fiC 1 ~ 2 (^T/^'^e^/^S^^^ !-> 

5 Yfbi\^^o 

(IS, 5S, 6R, 7R) -5- [ 7 - 1 dj^ix- 6 - [3 (S) -t 
Y'x2^i^-3-;^^/U-l (E) -;riJ^7^=/^] l^v^^ti [3. 3. 0] :t 
^ }.-2 3 — f ^i^^ (r O'fb-a-'^J^N TEI-3356 ^ tsIT-^ 

^b^zi. :^mm(DKP 3mim\^^mir^it^mtvx. #^0351-125255 

^ (X) 



15 c^ff> R^°-Mi7K^M-i^s t.tii-ici-i2(Dum^. -^tM^mkr^i^ 




o 



10-1 



(X) 



20 



wo 2004/032964 



'CT/JP2003/012980 



n g 5 ~ 8 <0^^^^t> 

(1) A^^i^. c.i~i 2c»ii:^ibt. •^fa-±^i^^r^i-^i^'^&^^t>v. 



(+ /_) -15 a-t Kn'arV-9-:^'3fy- i Q-'yz^/^^^^- l 7, 
18, 19, 20-7"b7y/^:7'»3:^b-i (-<^^li 

-a-i^fi. M&B28767 i:t>li^$tb5o ) > ^fcfi^(^*&t> b< 

$6>^^:^ :*:|SW<?5EP3fm?Stt^^i"Sfl:'^i^i:b-C> #HBS 61-249951 

^ (XL) 




o 



11-1 



(XI) 



HO 



[^4^, nhfll^fct:i2-Cfc!9. 

21 



wo 2004/032964 ^rCT/JP2003/012980 



%U<«-CH2-CH2-t?$>!9s fcSV^^* 
ine{*l~4<D^^1?feoT> X^Mi-CH=C = CH-"t?fc«9 . 
Ri^-M* (1) ^^.cn/WS (C l~4T/^'3r/LS. C 1 ~4r/^=»'3E^i^S> 

5 c 1 ~ 4 r / ^ /VS. ^ ^/v'5^;^S. ;^ ^/^^ ^^'^^^ ^ ^'^^ 

;vit^^iv^. -CO,R— (S^'. R--t±7Kil®^. C 

l'^4r/l-=3s^/VS. *fc{1::7:c^/wS-Cfc5o ) . -NHCOR^^-^S 
41, R2o-2jj;j:^|a^a<;r)jgi3-t?fe;5;{,>, Kn^i/^. CH3CONH 

10 -CONR^^-'R^^-"S R"-«*;fcf*R^^-^fil^-:SN %1t.nM^fSi 

9. ^tt^tbTK^M^. ^fc{:iCl~4r/V'3E^/vS-C*$>?>o ) s -NHCO 
-CHgCH (CONH2) NHCOCH3. *fcfi^ 

— CH2CH(GONH2)NHCO 

15 Y^Mi:^ 

,11-6 



— -CH2 R 

r11-5.^__Z_r11-7 

HO OAr^^ 



20 



ci~4r/w'3^/v^;rs. ci~4r/i"3f/V';^/v:7.r^/vS. ci~4r/i- 

22 



wo 2004/032964 



'CT/JP2003/012980 



(XI) x-^^Mi[:,^m(Doh. J;^9 0^uv^t>(Di u-c. 

(_) _ [1 (R) - [la (Z) , 2/3 (R*) . 3a] ] -7- C3-t 
Ka:¥i/'-2- (2-1: Kndlri/— 3-:7 3./53^i^":?'n:^?'aE^^x) — 5 -:^'3f^ 

4863961 ■i'?gj^^tc:fB^fe<©^b-a'«feid5^tf 5 "^(ZJ^g^* uv^>fb•a•i^^ b 

10 — (xn) 



15 R^2-^ R^''-\ 33j;tJ«R"-''f±7Kill^^s *:^ttCl~4(^T/l'^/V'^t? 




o 



12 



(XII) 



23 



wo 2004/032964 




'CT/JP2003/012980 



^^^V_7_ (2/3- (6- il—y^ti^iy^/U-^/V') -4R-tKn 
e^^— 4 — ^ f-zU— IE, 5 E — ^^arf-^^^^/^) — 3 a - 1 Kn d^i^- 5 

sc-46275 i:t>^$^6c ) X i£.tiit^(Dm.-h\^<i-i't(Dmtmim:d^mif 



3985791 ^■mmm^^M<Di\:-^m7!)^mif^n. ^(oo %<on% uvMb-a-^i: u 

— «9!^ (xm) 



10 l^^. R^^fiTK^M^s ^fcf^c l~4(Dr/^^/^£^^*?U 

20 9-;^'ary- 1 1 a, 1 5 a-v?t KO'^v'- 1 6-:7:3i/=3rV-l 7, 1 
8, 19, 2 0-" 7^h^>'/^:^o;^^-4, 5. 1 3- b^i^:^- MJ^>' 



5 




wo 2004/032964 



'CT/JP2003/012980 



tVX^ 1 6 — r/ai/dp^i/'-fi)- 1 7, 18, 19, 2 0-7" b^y-'W— P 
GE 2 7<^/^;^/^:7;j-:^^ K (^(ZJfb-^^&tt. Sulprostone (:^/i^-:ftt:^h» 

3965143 ^-mmmKtsMoit^mmif^fi. 5 uvM^-a-i^i: l 

— (XIV) 



C 1 ~ 7 OT/V'ar/l'Sx *fcf*C l~7<C>T/^;<7/-f /P-^-CfeD^ R^*-*f* 
15 ;/^L. T/v;!(;/-f/HfPf±l~7i@(Z)^mj[^^S:-^tp„ ) -e*>«9. V^Mip«^ 




14-7 



-C— (CH2)nj-- 



14-8 



25 



wo 2004/032964 



'CT/JP2003/012980 



5 —jig^ (XIV) -e^^tbSfb-a-i^*^ 5 "fe. J; 19 0* bV^t>(^ i: UT. mx.U 
(+/-) - 1 5 -7*:tdE-^^- 1 6 - a , ^ - 1 Kn#ix- 1 6 -^^/V P 
GE 1 p«^/^3i;^7^/k dOfb-o-i^t^N Misoprostol y:^n:^ hwV) t> 

10 i: UTl 5-t Kn^i/-9-:^'3E^y-, (1 5 S) 1 

^v/^^ CK^-fb-^^Jf^N AY23626 t^'^^M^ ) ^ -^fcJ^^cD^ti b< 

15 a, 1 5 a-i^7« b^i^-9-:^'3ry>^o;^iJ'-5 Z, 13E— S^'^V^^ 
*5 J: TJ«^^^ e> W098/34916 ^^^i^^x^vV \z.WM<o:^mz. J; 9 3il5t-r 

— (n) T'^$ttS'fb'a-#>*3j;tJ«-€:<^*tfi. ^l^a^i^rFll 5624959 ^ 
fctt^ffl#fFII 5723493 -^KiNH^l^llB^t^i^^^fei- J: «3 W^irh ^ t i>^X-^ 5o 

20 (m) -e^$tb52[s:isw<??^b'a''^s J^tJ^^uvMb-^^j-efesa- 

[S- [2- [N- (v?:7^c^/Vpi^/V') ;^7/w^^^7U] 3^^/^] •:^:7i5'V' 
^/_l_^yV;^ilE.V3 @^^*3<ttJ«^©*af:i. ;Heffl#fF^ 5753700 l^fcti 

^is#ff m 6013673 ^mmm\^^m(o:^mkz x ^ mm-?> ^Ltt^-^^^o 

— ftS^ (IV) T':^$tL5'fb'^#>*5j:t5-€r(^*t{*> WO97/05091 -^/'?>^:7 W^y 
(V) ■V^^fl^it^miS^Xf^iDm.i'ii. W099/25358-^/-«>':7Vy 



26 



wo 2004/032964 ^VCT/JP2003/012980 



-18^ (VI) X-7jk^fl^it-^m^i^XJi^'^<om'X. 11^12249 -^^JJ: 

— flS^ (Vn) ■C*^$nS^k'a-^*5J:T>'^C»:^{i. #IB¥ 10-168056 -f-^^ 

—m^ (vm) -c^$*LSfl:'^'^*5j:tJ«^oJ^«. iRFlisp 7-233145 

— jlK^ (DO -e^^tT.sfb-a-i^. j:t9 0^uvMb'a-#»"efeS 5- [(is, 

5S, 6R, 7R) -7-tKn#ix-6- C (E) - (S) -4-1: Kn 
10 i^^^-4,-;^'f'/V-l-:^^7'='Ay\ If^x^n [3. 3. 0]:^iJ'b-2- 
^;/_3_^^l.] *3<tt;«^O^f*. Tl^H^fFH 4692464 

00 -^^Mit-^. J;«90*bvvfb^#>-Cfc5 (+/-) -15 
a-t Kn=3fi/- 9-:^'¥y- 1 6-:7:tydfv'- 1 7, 18, 19, 2 0 

51-125255 -^#J;:|B^©;^?fetJ: J: ^ W^ir^ :i t So 

(XI) -e^$^xs>fli^#>> i^^^bvMb-a-i^-efeS CiR- [1 

a (Z) , 2/3 (R*) , 3a3 ] -4- (-O-y-f/V-T 5 / ) :7^=/V-7 
— [3 — I: Kn^?/— 2— (2 — Kasap-v'— 3 — ^-✓'T/istK^^^) 

61-249951 -i-i^^lJllBao^^feJ- <fc «9 Mi^-TS - ^ ^5"^*^ 

(xn) -e^$ttsfb'a'4fej> L^vMb-a-^^x-feSTt^/^- 7- 

(2/3- (6- (l-V^n-<:^<^/k— f /V-) -4R-t KDdE-v'-4-pt 
^/l— IE, 5E-^=3fi^v^^::^/^) -Sot-t Kn d^i/- 5 -;r'¥y- 1 R, 
25 1 a-i/^n^^'^/w) - 4 Z -^zfy^l^^^ *5 J;tJ^^<©ltJi> 3i^H#ffll 
4863961 #'W3Si^t-fa«<^^fei- i «3 i^jgi-s ;i ;OS-T?# So 

27 



wo 2004/032964 



'CT/JP2003/012980 



— (xm) x-^^fh^it^m. xy)M^v^^i\:-B-mxh^9-:t^y- 

11 a, 1 5 a-i>t KP'Se^z-l 6-7*/'^ri>'-l 7, 18, 19, 2 0 
/K iSXXJ^^<Dmi-i. *ia#fFII 3985791 #P^^»> *fcJ*ife'J>N#ffll 0139608 

(XIV) -e^^tt^S'ffc'a'ti. j;<3 0^bvHt;-a''^-cfc5 (+/-) - 

1 S-y'yi-^^-l 6-a, j3-fc Kn^i/- 1 e-pt^/l^ PGEl7«^ 
:3^^U^(Dmt. ^mWWm 3965143 ^> *fc{i7|€H#fFm 

4301146 ^mmmii^mm(D:^m\^^ ^st-rs ^ t iit^x^ s„ 

10 CE^ia'-.ojS:^] 

/M^n^S. rwvd^-14igSs Tht--14ii^S> TJ^ify vn^Ss TWP"¥ 

m. mmmm^mMB (copd) . 1^/^=1^ ki£. mwm 

20 #^14^^M(4J»i*8s iiMffii*lil^> e^/i^i^-StJt^. ^^Mi4^JtlJ8. $fcj!#> 

cA/*^. -^m^^&Mn. ±mr\^7v^-. ^mm.-xi^^. mm^^^ 

28 



wo 2004/032964 



'CT/JP2003/012980 



5 btbSo 

10 '^/i-r%>. :^^jvr%^^. i^pi^/i^r^^^. i^tj^n^v^/ur^v, 

M. >t-^>':^/i^^>^m&. ^^l^P^/i^^'^^M. ^V^>';^/t'3^V^:^s b 
/i^^:^:^/u:^:ymM. -T-fe^^^^^it^ ^/u^n>'mM. ^^i^=i:ymM<DX 

<tv\ 

29 



wo 2004/032964 



;T/JP2003/012980 



Mb. ^^vv5 h^/i^-fb. -^u/^/^Mt. if^^a^/Wbx ^^-y^^^i^it. y 

10 -a'J^<D;«7/^7j?dr->'S:dSji^/^^;^x>'Wb> :73i:=/v:i^;^7^/^'fbx :«;/i'?J?'3E^i^ 

^/w^j^T'/Hb. ^h'¥V;«;/V'3!^^/^;^^t^^'9^/^^^7^>'Wbx 
j^^T^/w-fb. (5-^^/^-2-;^=3fy_i, 3 y w- 4— 
;;t<^/Ucc;5^-7^/HbH n^drv'/^;a-^i^;57/U7i?r^yV'^^/^:3i;j?.y^/HbN 

15 ^/i-r^ K-fb^tLfcfb-a-^^) ^:a5^tfe>H5o ;iti/b(^{b'a'#i?*g*l^<2^^ 

y a7*dS^;5^ MJ feSV^^imfe<^^l-^4^^IBV^T. GB1351238 ^^ 

20 *fc^*GKBl4l922l^egii#IB«<^:^mS^ffiV^5::i:^^:J:D. i^^n 



30 



wo 2004/032964 



'CT/JP2003/012980 



hm^^^^fi^o 0mni&t-^<Dm^iii:. ^.x-xhitv), o.i 



31 



wo 2004/032964 



'CT/JP2003/012980 



^ife. •^r-Y^it> ^y)^yy. ^fV9%yWi. r;v^=^ym ^"^m. 

/UP— ^p:x:«;/vp?u— ;:^':^^y e^A, WmB^^) ^^^^^^ ^^^^"^ 



32 



wo 2004/032964 



•CT/JP2003/012980 



liEbfcfi^tfciifeMinlKJ^jifll i9^h—:^. #MJr 



33 



wo 2004/032964 ^VCT/JP2003/012980 



ffip^jx ^p^b^ix ^^b^J> ^^n. mm. ^^mn. ^ 

15 #^^Plg^<?5fc«)<^^1'ffl^<Z)^rii?^l-f*x ©c#^J> 'J^>'i'^j. iJ^y- 



34 



wo 2004/032964 ^PCT/JP2003/012980 



yy:/. jftSi/-?7 7^i^^) > i/y=w^« (a.^w^>5^y =i-/k i^^^ 

^h\z.. ^mm. mn. ^^im. m^mu ^#^^^^A.-ev^ 

20 #^-^^■^v^-ct><J:v^ 

it^HSo ^ y-AS5^J^*>^^fe5v^f*ii^^^$ttTv^s^<^:^^e>5S^^^ 

25 ri^yi. (:/ai^v>->/y 1, 3-:/^i^^i5^y='->'i'^) > 

35 



wo 2004/032964 



'CT/JP2003/012980 



fftbSo Wi^^mA. ^ftJJg^ iSiSfemii^mx id^-s^ttB&ih 

i!tS^. KA^Js *3j;tJ«;^:/w— — aS6tI^^:fflV^e>*L5lar^^J£^^^- 



36 



wo 2004/032964 



'CT/JP2003/012980 



^mmw^^xj^^mn^wm 3095355 ■i'Wj^#i3:i^b< f3^$:h.Tv^5„ 

10 WMW^M i^/i^^^^m. r:^^^'7^>^. jiKUy/^^— h80 (^FS 

<fc v\ \t^m:iimz.i6\^xmm'r^ii>immwmz. j; oxMit $ 

nmm(Dmfmmm:^. ^ttini&cDmmKMm vxmm-r^ ^ti>x^ 
15 0man^(otci^<D^Amtvxi-i. zj^Tny/unu ^xm^^m. 
itmAmmmt^-^i^in. ^^mAmmmi-imm^:i<i. ^tc}itiik(om^ti:mi^ 
i^mm. '^tLftmm-^'txm.mir^^mxh^xhi^w 
:Lti^<Dmxmit^j^^(D:^m\^mcxmm^fh^o 

cxm:^^i^xmm^ti^o 

37 



wo 2004/032964 



'CT/JP2003/012980 



^^'&.-m'^'f-t\.X\t. im^^:^'r;vM-^^. •^1t.\-t^(D^m^¥f. 
r^{^y/^^^^v^>'^^^ t Kn^ixj^^^. i^)} rfV^^^:yi^^^'^- 
T^y ;e-/vy:3i;^x/K T^y ;^>'^y;57— >^;^— TKy^'^v:/:*^— 2J^-=^^— ^^ 
y-^:xi;?/v-L-i//i'i?^i^^*3j:t/7j^y L-r^^^^J^fcifJ&^fci? , 



38 



wo 2004/032964 



'CT/JP2003/012980 



:^^m:i^^n^mm^i^p^m\m^^M^m(D^^i^^'f-Ai-^^ 2,000 

800,000 (Dh(Oibm^\^<. m 5,000-*^ 200,000 bv\ 
7j<y?L^tC*3V>T. ^<Dmfl:¥^5>^»^*^ 5,000-*^ 100,000 t> 0*50 
*b<. ^bt^:^ 6,000-^ 50,000 ;650*bv\ 7Ky?Lmf*> ^^g(^<2^^<^ 

-e^ d^ffi-rs^m-i5^y 3-/i.ii*m-a'#i<^ms¥*&^^sf**^ 5,000- 

^ looiooo b< . ^ fjl-J^ 10,000-^ 80,ooo :d50^ bv\ ^^-^y 



39 



wo 2004/032964 



'CT/JP2003/012980 



X. (#:fi5 0kg) m^^^^tVXm 0.001mg*^6>5 0 0mg 

^?«U<tt^ o.oimgd=»b5 0mg^lil^^^v^b3:*^^^llllIS^i- 
^^r^J:v^o 

0i];tfi. m^i-i. fu^Tu-;v) , S^A^^v^n^ 

;tri> :7ai/7^n-7K >^;^/we7^a-/K . 

X t;^^^>'Hi-!^^ m^\-t. ^^^^ 

^j^i^^ya^i^, 7^7u^:z.i-i?>. mmr'^y^^'^^ mk=^^'^^'^^^^ 

t>A. :^'fb:7/whatf'^7A. %i[:^^-yhv2\^t^J>.^ %it^:i-hti\f^M.) 
-(zfi^7:!^h. -^^o^J^b) ^ LTD4|g^. PA 



40 



wo 2004/032964 



'CT/JP2003/012980 



it^m^nmm. dscg ii!^u^^vi^m^hv^j>^) . -^^^n^^K^ 
i^^xiy^^))^^. FK5 0 6) . wMmmn m^^r^yfv^^^) 

/hi^K^s. Tww^-itnj&s. rMf-i4'S&s. r;^i^y^'as. rwvd? 



41 



wo 2004/032964 



:T/JP2003/012980 



m. 0m^^m^. mmmM^mmm (copd) . ^mm 
5 ^a^m'^mmm^i^. mm\mm^^. »>/i-v^;t^. giMi4^iifi?^x ^lix 
cAy-^m. mm. ^mr\^;v^-. ^ms^-xi^iS^. mmsL^ 

10 mm<omwmm 

f^l mi-t. O V A^f^T !^;^li^S*'7*/^"e<^ B A L F <O0^^^^Ji^ 

U^EP 3^^#:t2:^i-ST=f^;^ (i-i) <^'fk:'^«^<Z)iS&S 

15 i: uytEP 3^^^lJ:5l*i-5T=i"^>^ (i-l) (^{b-a-^K^BSS 

H 3 O V A^f^-^ fX^J^^f/l-XO) B A L F (Dt^mmWC trJt^ 

H 4 O V AlSf^N' »^;^l5&S^T'/^"e<© B A L F ^(Df^^P^^^^Wi 

20 Ufc E P 3 ^^flstJiM-r 5 T =^"^ ;^ b (DB^Sr^^^^^^-t-o 

25 

mmmi 

42 



wo 2004/032964 



'CT/JP2003/012980 



^86, OVAT-2IH1 i2 0@) iffimmi¥\^fcm^m^^:^ (c 

5 7/BL6) «rfflV\ 4 0BgBi-eth3|Hl (2 2 0i. 2 6 3 O 0 g) 

^©Jjg^. ^(^l^f^OSi^'t' (2 20 B~330B) . EP 3^^<^s:f^»J 

fi^ttsrw-r S'fb-a-i^ ( I - 1 ) (W098/34916 ■^igs^^^<^^iiM 1 (D^t-^ 



Om g/k g-^?l 0 2!lI^TS^"rS^^l-J;»). BALF«t'<D0il^ 

ofc (^l®*5j:tJ«^2iaiC^-t-) o EPl. EP2, EPS. *5j; 

tl.TV^5 (Br.J.Pharmacol., 122, 217-(1997), Mol. Pharmacol., 59, 1446- (2001)) 1 
6, 1 e-i^T^^/V^PGE 2 (dmPGE2) fis 1 0 a g /k g <7) 1 0 2 

dmPGE2. :fc'J;tJ«EPl^b<«EP3^^m-*t-t-SfmfiH4 
^Wi~Sfb;'n'«^"Cfc5wi;}65^b^-CV^S Sulprostone (Br.J.Phannacol., 122, 
217- (1997)) 2OOMg/kg(^102 HlO^TiS-^'CfiW^'^Ji^lP: 

^^fefc (^3^*3j;tJ^^40le:^'t-) » i-5^j;fc>*>. i^S^<^T wv'^-tfe 
20 ^S©f&|gjC*5VNT. EP3^W($:^^^-r5f^ffi^Wi-5'ft:-^^^*W^"C'fc 
9, EP 3^^<*:j3:^«l6<)^j:fm<b'a^^J?:s J: «9 m^J^tf&^^m^^^-t-S 




OMe 



43 



wo 2004/032964 



:T/JP2003/012980 



mmm^^^mir^mii i o om^m-. 

'11 a, 1 5 a-i?p« 9-;^'^yr?'n;^^-5 Z, 13E-i?3i 

5 0mg 

• :^/U:^^^y;^^/l^jl^xn^:;t. :fy/UZ^^J>, 2 0 0mg 

• :^TTV ^^j^-^^^i^^J^ lOOmg 

;^ 9.2 g 

mm 2 

l-To^MTM^^mi^s ^m\^^^W^m^t^\^. ly<^r/Ufp0.2nis(D 

•lla, 1 5 a-i;^;;^ b^ix-9-;*-dfy:/ajx^5'-5 Z, 13E-i?J^ 

2 0 m g 

• -^i/c::!^/ 5 g 

•^WtK 10 0ml 



44 



wo 2004/032964 



'CT/JP2003/012980 



m (o m 



■^f-BSfc <fc XJ^yip. tctimWMo 
5 . EPS ^^(*:#S&^tiS:W-r S^b-a-i^^i^ — ( I ) 



R 




COOH 



(I) 



45 



wo 2004/032964 



'CT/JP2003/012980 



Ri-^fiC 1~1 Or/^^/^S> C 2~1 OT/W-JrcnVi^K, C2~10r/^ 

5 jic 3 ~ 7 ->':5' pr/^^/^;^^i^S"egife$ turves c i ~ i o r/u=¥/^S> 
C 2~1 oryV"ir^uv£. ^fcf*C 2~1 0T/^'3E^=^w:/SSr^t:>i-o :7 
a:^/^:?©^:!)^-^:;^ aT/^'¥/V'Sf*> 1~3^<DC l~4T/^'3f^/^S^ C 1 
4r/v=id{^i/S> ^Nay>^M^=-. MJ/Nn;^^/wS. ^fcf*^ b n^-egl^ 

6. 11a, 1 5 a-i^P« b'¥v'-9-:^'aryyn;^i5'- 5 Z, 13E- 

15 

7 . EPS ^W^^sf^^i^^^ti-S^b-a-^l^i^ ^yzfn:^ *fctt 
'^>'i^m> MJ^i^fg^^. LTD4ig^|g. PAFiS^t^x 



46 



wo 2004/032964 



'CT/JP2003/012980 



47 




saline dmPGE2 it^mi-^) 



1/4 




saline dmPGE2 it^^mH-^) 



2/4 




saline dmPGE2 sulprostone 



3/4 




4/4 



INTERNATIO] 



SEARCH REPORT 



IntemaMn application No. 

PCT/JP03/12980 



A. CXASSIHCATEON OF SUBJECT MATTER 

Int.Cl^ A61K45/00, 31/5575, A61P11/02, 11/06^ 17/00, 27/02, 
29/00, 37/08, 43/00 

According to International Patent Qassification (IPQ or to both national classification and IPC 



B, FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 

Int. CI*' A6iK45/00, 31/5575, A61P11/02, 11/06, 17/00, 27/02, 
29/00, 37/08, 43/00 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
CAPLUS(STN), REGISTRY (STN) , MEDLINE (STN) , BIOSIS(STN) 



C. DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



X 
Y 



X 
Y 



WO 93/06831 Al (BOARD OF REGENTS, THE UNIVERSITY 

OF TEXAS SYSTEM) , 

15 April, 1993 (15.04.93), 

Particularly, Claims; examples 

& US 5252602 A & EP 607296 Al 

Babakhin, Alexander A. et al'., "Effect of 
misoprostol on the secretion of histamine 
from basophils of whole blood". Annals of 
Allergy, Asthma, & Immunology, 2000, Vol.84, 
No. 3, pages 361 to 365 

WO 98/34916 Al (Ono Pharmaceutical Co., Ltd.), 
13 August, 1998 (13.08.98), 

Particularly, page 15, lines 15 to 17; Claims 
& EP 1008588 Al & US 6288119 Bl 



1-4,7,8,10 
1-8,10 



1-4,7,8,10 
1-8,10 



5,6 



Ix] Farther documents are listed in the continuation of Box C. | | See patent family annex. 



"O" 



Special categories of dted documents: "T* 
document defining the general state of the art which is not 
consideted to be of particular relevance 

eaiiier document but published on or after the international filing 'V 
date 

' document which may throw doubts on priority claim(s) or which is 
dted to establish the publication date of another citation or other "Y" 
spedal reason (as spedfied) 

document referring to an oral disclosure, use, exhibition or other 
means 

document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the apph'cation but dted to 
understand the prindple or theory underiying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or carmot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
document member of the same patent femily 



Date of mailing of the international search report 
. 27 January, 2004 (27.01.04) 



Date of the actual completion of the international search 
06 January, 2004 (06.01.04) 



Name and mailing address of the ISA/ 

Japanese Patent Office 

Facsimile No. 



Authorized officer 



Telephone No. 



Fonn PCT/ISA/210 (second sheet) (July 1998) 



INTERNATIOj 



SEARCH REPORT 



Intemadi^^pplication No. 

PCT/JP03/12980 



C (Continuation), DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Ibrahim/ N. et al., "Prostaglandin E2 inhibits 
spontaneous inhibitory postsynaptic currents 
in rat supraoptic neurons via presynaptic EP 
receptors". Journal of Neuroendocrinology, 
1999/ Vol. 11/ No. 11/ pages 879 to 886 

Lydford/ S,J. et al., "Pharmacological studies 
on prostanoid receptors in the rabbit isolated 
ear artery", British Journal of Pharmacology, 
1996/ Vol.117/ No.l, pages 13 to 20 

05 5157052 A (MONSANTO CO.), 
31 August, 1993 (31.08.93), 

6 EP 494063 A2 & JP 05-221865 A 

WO 02/20462 Al (Ono Pharmaceutical Co., Ltd.), 
14 March, 2002 (14.03.02)/ 
& EP 1314719 Al 



1-8/10 



1-8/10 



1-8/10 



1-8/10 



Fbnn PCT/lSA/210 (continuation of second sheet) (July 1998) 



BNTEKNATIO] 




.SEARCH REPORT 



Interns 




ifflHaapplication No. 
PCT/JP03/12980 



Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for die following reasons: 



because they relate to subject matter not required to be searched by this Authority, namely: 

Claim 9 pertains to methods for treatment of the hiaman body by therapy 
and thus relates to a subject matter which this International Searching Authority 
is not required, under the provisions of Article 17(2) (a) (i) of the PCT and 
Rule 39.1 (iv) of the Regulations under the PCT, to search. 
2. \ I Claims Nos.: 

because they relate to parts of the uiteraational application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. Claims Nos.: 

because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a). 



Box n Observations where unity of invention Is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 . rn As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 



1. [x] Claims Nos.: 9 



claims. 



2. 



□ 



As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 
of any additional fee. 



3. 



□ 



As only some of the requhed additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



4. 



□ 



No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest The additional search fees were accompanied by the applicant's protest 

I [ No protest accompanied the payment of additional search fees. 



Form PCT/lSA/210 (continuation of fiist sheet (1)) (July 1998) 



INTERNAHO] 



• 



SEARCH REPORT 



Internal 




iQ^^l^itatioii No. 

PCT/JP03/12980 



<Siibject of search> 

Claim 1 relates to a preventive and/or a remedy for allergic diseases 
which contains as the active ingredient a compound defined by a desired 
property as ''^a compound having an agonistic activity to EP3 receptor''. 
Although claim 1 involves any compounds having this property, it appears 
that only small part of the claimed compounds are supported by the 
description in the meaning within PCT Article 6 and disclosed therein 
in the meaning within PCT Article 5. 

Although the common technical knowledge at the point of the application 
is considered, the scope of the compounds having the property as ^^a compound 
having an agonistic activity to EP3 receptor" cannot be specified. Thus, 
claim 1 also fail to comply with the requirement of clearness in accordance 
with PCT Article 6. 

Such being the case, the search was made on the relationship between 
the agonistic activity to EP3 receptor and allergic diseases and remedies 
for allergic diseases containing, as the active ingredient, the compounds 
which are specifically presented in the description and specified in 
claims 5 to 7. Search was completely made on claims 5 to 7. 



Fbim PCr/ISA/210 (extra sheet) (July 1998) 



IHJM-^ PC 



PO 3/1 2 9 8 0 



A.. %m<om-r^^m(o^m mmn^wf^m ( i p o ) 

Int.CL' A61K45/'00, 31/5 5 7 5, A61P1 1/02, 1 1/06, 17/00, 2 7/0 2, 
29/00, 37/08, 43/00 



m^^n^itm^m^n m^Mff^m dpo ) 

Iiit.Cl.' A61K45/00, 3 1/55 75, A61P1 1/02, 1 1/06, 1 7/00, 2 7/0 2, 
29/00, 37/08, 43/00 



CAPLUS (STN) , REGISTRY (STN) , MEDLINE (STN) , BIOS IS (STN) 



X 
Y 



X 
Y 



WO ea/oessi ai (board of regents, 

THE UNIVERSITY OF TEXAS SYJSTEM) , 1993. 04. 15, 

#^ci> ^ffm-^(D^mRX^MMm & us 5252602 A 
& EP 607296 Al 

Babakhin, Alexander A. , at al. , "Effect of misoprostol on 
the secretion of histamine from basophils of ?rihole blood'. 
Annals of Allergy, Asthma, & Immunology, 2000, Vol.84, No. 3, 
p. 361-365 



1-4, 7, 8, 10 
1-8. 10 



1-4, 7, 8, 10 
1-8, 10 



roj osjcisffl^, m^mzLmR-t^xWi. 



(DS(Dm^-:2^^^itXM, 

rxj micmm(oh?>xm'r*hox. mmxM(.(o^-(^mm 
TYj mzmm<Dh^xm-r^h^x. mmxwkiii\k<Disk 

r&j m—y<Ti^hyT^v—xm. 



06. 01. 2004 



ags^M^ro^s^iH 27 1 2004 



B*H#flFJT (I SA/J P) 
100-8915 



4C 



9 4 5 4 



03-3581-1101 F^j® 3 4 5 1 



«^PCT/I SA/2 1 0 (^2'<— 5?) (19 9 8^7^) 



mmmm^-^ pc 



P03/1 2 9 8 0 



c 



A 



WO 98/34916 Al ObmMShTMW^^^) , 19 9 
8. 0 8. 1 3, mi 5K01 5 — 1 7fT^tK#rp|t3j^CC>^ 

H & EP 1008588 Al & US 6288119 
B 1 

Ibrahim, N. , et al. , "Prostaglandin E2 inhibits spontaneous 
inhibitory postsynaptic currents in rat supraoptic neurons 
via presynaptic EP receptors*. Journal of 
Neuroendocrinology, 1999, Vol.11. No- 11. p. 879-886 

Lydf ord, S. J. , et al. , "Pharmacological studies on 
prostanoid receptors in the rabbit isolated ear artery", 
British Journal of Pharmacology, 1996, Vol. 117. No. 1, 
p. 13-20 

US 5157052 A (MONSANTO COMPANY) , 1 9 9 3. 0 
8. 31 & EP 49406 3 A2 & JP 05-22 
1 8 6 5 A 

WO 02/20462 Al (/J>^^iPaX|lt5^^#^t) , 2 0 0 
2. 03. 14 & EP 1314719 Al 



5,6 



1-8, 10 



1-8, 10 



1-8, 10 



1-8, 10 



«I^PCT/I SA/2 1 0 ($S2<<-i^<Dm^) (1 9 9 8^7>^) 



'j P 0 3/1 2 9 8 0 



mms^msm (pcti 7^(2x3)) ©m^ictt), :L<Dm^^mmt»i<Dmmzx<om^<^mm<^-Uic-^\,^xf^ 

^lf*<D^ffl9tt. ?&ifiCj;SA#:<^^@:^^fel3l||f ^^O-CfcoT. PCT17^ 
(2) (a) U) RXJ^FCTMMIS 9. 1 ( i v) (D^Jgfei j; »3 , r (DH^^S^IB 



3 . □ m^<D^m «^ f^MfS:^0«SH-C*>o T P C T^lJ6. 4 (a) <^fg 2 3 SlO^lC 



1. □ mmxi)mm£3^m^^n^-r^xmmf^icmtvit<r>x. :Lff:>mmm^m^ti. ■r^x<Dm^'^m^j:m^ 

2. □ mQmdt^n^^^-t?>^xh^£<. •r^x(r>m^'^mf3:m^<o^m\^-^^^xm^-t^:iiii^x^-k<D-Q. ii 



4. □ a^lSA:^Sl£5.S;ici6*BigS^J^£^Sr»Pfll^^c^f+U;fe**ofc©■^, r©Hl^2E«#tt. l»*©i5Hoa4SDtwfE«i 



□ mMm^^m<^mtt^icmmxi^hmm^iLXi^s>^-n^„ 



liSlPCT/'I SA/'2 1 0 (Sl-^-v?©igg|| (1) > (1 9 98^7^) 



BStHK*^ PC'^|P0 3/12 980 



liS;P CT/ ISA/210 (i#SiJ^-i^) (199 8^7^) 



